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PRODUCTION 

(57) Abstract: 

PURPOSE: To easily obtain in high yield a new 
diphenoxybenzene derivative having excellent 
antineoplastic activity, thus useful as an 
antineoplastic agent, by condensing a 
3,5-dihydroxyaniline derivative with two molecules of a 
halonitrobenzene derivative. 

CONSTITUTION: A 3,4,5-tribenzyloxynitrobenzene of 
formula I [R 5 is (substituted) benzyl] is selectively 
debenzylated in the presence of a base into a 3,5- 
dibenzyloxy-4-hydroxy nitrobenzene of formula II. The 
hydroxy I group at 4-site of the compound is then 
alkylated followed by reducing the nitro group with e.g. 
a palladium-carbon-based catalyst into an amino group, 
which is then acylated, followed by eliminating the 
benzyl groups at 3 and 5-sites to form a 
3,5-dihydroxyaniline derivative of formula III (R 1 and 
R 2 are each H, alkyl or acyl), which is, in turn, 
condensed with two molecules of a halonitrobenzene 
compound of formula IV (X is H or halogen; Y is 
halogen), thus obtaining the objective derivative of 
formula V (R 3 and R 4 are each nitro, amino, etc.). 
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m) , 1.90 (3H, s) , 3.04 (2H, t, J = 
6.6Hz), 3.43 — 3.90 (2H, br), 4.1 
1 (3H, s) , 6.36 (1H, d, J-2.4H 
z) , 6.41 (1H, d, J = 2.4Hz), 6.55 

(2H, s) , 6.61 (2H, s) , 7.43 (1H, 
s) 

[0075] (mmmi 1) mmm9tmm^vx, 3 

- [4- (N-n-;/^vKr ^ y -2, 6-^nu7 
x/^^) ] -5- (4 — T ^ 7 - 2, 6-v^na:7 
~y*v-) -4-^h^7th7^y Ki9, 3- 

[4- (N-n~/f^7^y-2, 6-v^^nn^^ 
y 3rv-) ] -5- (4— T 5 y- 2, 6-^na7x 
y^ri/) -4-y h^>7^yy (9 4%) £r#fc 0 
5c*^W : C^H^N^C 1 *b Lt 
ff^tt (%) : C5 2. 0 0 ; H4. 3 6 ; N7. 9 1 
HWIt (%) : C 5 2. 2 3 ; H4. 3 0 ; N7. 7 9 
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'H-NMR (CDC1,) 6ppm:0.97 (3H, 
t, J = 6.6Hz), 1.22-1.80 (4H, 
m), 2.53~3.50 (5H, bt) , 3.08 (2 
H, t, J=6.6Hz) , 4.07 (3H, s) , 5. 
45 (2H, s) , 6.57 (2H, s) , 6.6 8 (2 
H, s) 

ioo76] mz.*.%mik<&Qt>-e-m&. ( i ) x-mzt% 

[0 0 7 7] ttmftffUSKft : -hlH*&-C#t>Hfei?7 

!>^ejfiL-l«S5tE(DL 12 10, v|?^MiiiJ)EOC o 
lon26, t h$!fl§;lffi*3fccODLD- lMt b#/> 

v • f h n -ew*t- •& r. t {z.x 9 mm-r 3 r t # -e # 

[0 0 7 8] (f*»0»Jl) SaittttJS-Cifca^S^e 
jfiL?«*5l?OL 12 1 0M«^RPMI 16 4 0*g* 
(1 0%4=J&J£jfo.fit (FBS) , 20jtM-2-^;U 
^T'hai^y— /l^tfl 0 0 yg/m 1 ^t^'fV^ 
£>fcSt><D) t?l 0 4 #fflJ3$gfc/m 1 £ U ^02ml^ 
*g*¥t»W (Falcon No. 2054) 

A-12 2D) «*\ 5%^#;*T\ 3 7 < C-e5^rK^r 



(8) 4$RB¥6-1 6 5 9 7 
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[0 0 7 9] li^J«Z5«Bflait5it«l»J3a*«:iWJ}a#tttt I c 

50 (=>>hu—/um&Mmkvx. mm<om^5 o% 
saw-rasa?) -c^u ^ffl«#»jg-efTofc 

tr— h (triplicate) ©tt i 9 ^trj-f -5 - t 
{C<t fee 

[0080] (mr^ 2 ) &m&fMm-?hz>^ v xta 

10 i«»Colon26, tHgMi*ODLD- 
l*fcttt HM«fi»« A*© A 5 4 9 ©H^KttM 
EMSti (10%«»» (FBS) XtF6 0Mg 
/ml*^W^^*»e>*5) "C5X1 0 3 *SBJ&2£/m 1 
t U %:<D 2 m 1 Srd$«jm (Coster No. 35 
12) (C^aLfco 5%«^T3 7t;t2 4W 

«aM*«r«tlllU Sfcfc:7 2P*IH*&*b;fc. *BJ1&£ h y 

20 [00 8 1] ^:5l?g<D^W^:'fk;'g•felcov^T(Dt*i^^ 

[0 0 8 2] 
[^1] 



I C so C M) 



L1210 



Colon26 



AS49 



DLD-1 



8 
9 
1 1 



38.02 
>23. 5 
0. 22 



35.86 
11.99 
0.34 



35. 99 
1.88 
0. 17 



41.69 
1.57 
0.06 



[oo83] it&m&Mm ■ *&w<Dit&<&i mmm 1 xmn&$-x\zmtmmv< nmmm^ io^spft^ 

L D 5 „|i 1 000mg/kg Si ±X*>o fc c *k » tR^b *f JSW» Ii5*ti5 JWRIft i£ 

[0084] $e>fc#»9!w:, it^m (i) (Dim^tz. (omuffl&m^x, mtav>jm-vwst£th& 0 *<oi&m 

x-hz>„ &ftw<Dit&vo\-t. m*(omi%o& J s-mz.£ u i Bafeo o. 5~i o o omg^ 1 0 10x12$: 

9HD±Mt&to (I) coiS^fllt LTI*, f& [0 0 8 5] (MMM 1 ) &w/£#ST^tf$£#J£*;ftS 

<b£-i& (JlJSfll 11) 1 0 0 m g 

1 ^ 2 5mg 

= — >- ^ 50 2 0mg 



(9) 



6-16597 



15 



16 



PEG 6 0 0 0 



4 m g 
lmg 
2 m g 



[0 0 8 6] 



1 5 2mg 



(51) Int. CI. 5 

C 0 7C 217/90 
219/34 



7457-4H 
7457-4H 



